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international filing date (day/monthfyear) 

10/09/1999 



(Earliest) Priority Date (day/month/year) 

14/09/1998 



Applicant 



FUOISAWA PHARMACEUTICAL CO., LTD et. al 



This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 1 8. A copy is being transmitted to the International Bureau. 



JL 



sheets. 



This International Search Report consists of a total of . 

[X| It is also accompanied by a copy of each prior art document cfted in this report 



1 . Basis of the report 

a With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 

I—I the international search was carried out on the basis of a translation of the international application furnished to this 
1 Authority (Rule 23.1(b)). 

b. WHh regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : 
P"| contained in the international application in written form. 

filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readble form. 



□ 
□ 
□ 
□ 

□ 



the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

the statement that the information recorded in computer readable form is identical to the written sequence listing has be n 
furnished 



2. 
3. 



[X| Certain claims were found unsearchable (See Box I). 
| | Unity of Invention Is lacking (see Box II). 

With regard to the title, 

[ | the text is approved as submitted by the applicant. 

fXl the text has been established by this Authority to read as follows: 

NEW USE OF IMMUNOSUPPRESSANTS FOR MMP-MEDIATED DISEASES 



6. 



With regard to the abstract, 

I I the text is approved as submitted by the applicant. 

m the text has been established, according to Rule 38.2(b), by this Authority as * appears in Box III -^/PP^ ma 
H within ^ne month from th date of mailing of this international search report, submit comm nts to this Authonty. 

The figure of th drawings to be publish d with the abstract is Figure No. 

i — i , _ ^ ,. . I I Non ofth figures, 

| as suggested by the applicant. I — I 

| | because the applicant failed to suggest a figure. 

| | because this figure better charact riz s th invention. 
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B x I Obs rvatlons where certain claims were found unsearchable (Contlnuatl n of Item 1 of first sheet) 

This International Search Report has not b en established in respect of certain claims under Articl 17(2)(a) for the foil wing reasons: 

1. fx") Claims Nos.: 4,6,9 

1 — 1 because they relate to subject matter not required to be searched by this Authority, namely: 

Remark: Although claims 4, 6, 9 

are directed to a method of treatment of the human/animal 
body, the search has been carried out and based on the alleged 
effects of the compound/composition. 

2. fX] Claims Nos.: 

— because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be carried out, specifically: 

See FURTHER INFORMATION SHEET PCT/ISA/210 



3. I Claims Nos.: 

— because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 

Box II Observations where unity of Invention Is lacking (Continuation of Item 2 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 



1 . I I As all required additional search fees were timely paid by the applicant, this International Search Report covers all 
I 1 searchable claims. 



2. | | As all searchable claims could be searched without effort Justifying an additional fee, this Authority did not invite payment 
of any additional fee. 



3. I | As only some of the required additional search tees were timely paid by the applicant, this International Search Report 
' ' covers only those claims for which fees were paid, specifically claims Nos.: 



4. I I No required additional search fees were timely paid by the applicant Consequently, this International Search Report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark n Protest | | The additional search fees were accompanied by the applicant's protest 

I I No protest accompanied th payment of additional search fees. 
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Box III TEXT OF THE ABSTRACT (Continuation f Item 5 of the first sheet) 



A new use of Immunosuppressant for treating or preventing MMp-mediated 
diseases Is provided. , . , . . ^ 

The preferred Immunosuppressants are tacrolimus, cyclosporin A or 
33-ep1-chloro-33-desoxyascomyc1n (plmecrol Imus). 
Particularly, preferable MMP-mediated diseases are the disease or 
conditions Caused by gelatlnase and/or col lagejase and/or ^l^tory 
diseases concerned with gelatlnase; such as arthritis (eg., o^rt^^ls, 
rheumatoid arthritis, etc.), cerebral diseases (e.g., stroke .etc.), tissue 

ulceration (e.g., corneal, epidermal and g2? t^iculce ^ a ^ ion p a ^^^ d ?Ss 
wound healing, periodontal diseases bone diseases (e g., Paget s diseases, 
osteoDorosis etc.), tumor growth, tumor metastasis or invasion, 
SlV-lSfect on, decubitus, decubHis ulcer, restenosis epidermolysis bul osa, 
sepsis, septic shock, neoplasm, psoriasis, neovascularization and multiple 
sclerosis. 
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which is dted to establish the publication date of another 
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•O' document referring to an oral disclosure, use, exhibition or 
other means 

•P' document published prior to the international filing date but 
later than the priority date claimed 



T later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

■X" document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an Inventive step when the document Is taken alone 

•v- document of particular relevance; the claimed Invention 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

•&• document member of the same patent family 
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abstract 
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abstract 
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abstract 
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the whole document 
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abstract 
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abstract 
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abstract 
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International Application No. PCTAJP 99 /)4978 



FURTHER INFORMATION CONTINUED FROM PCT/1SA/ 210 



Continuation of Box 1.2 

Present claims 1-7,9 relate to an extremely large number of possible 
compounds. Support within the meaning of Article 6 PCT and/or disclosure 
within the meaning of Article 5 PCT is to be found however, for only a 
very small proportion of the compounds claimed. In the present case, tne 
claims so lack support, and the application so lacks disclosure, that a 
meaningful search over the whole of the claimed scope is impossible. 
Consequently, the search has been carried out for those parts of the 
claims which appear to be supported and disclosed, namely those PJjts 
relating to the compounds specifically mentioned in the claims, with due 
regard to the general idea underlying the present application. 

Present claims 1-9 relate to compounds defined by reference to a 
desirable characteristic or property, namely immunosuppressant property. 
The claims cover all compounds/uses having this characteristic or 
property, whereas the application provides support within the meaning of 
Article 6 PCT and/or disclosure within the meaning of Article 5 PCT for 
only a very limited number of such compounds . In the present case, the 
claims so lack support, and the application so lacks disclosure, that a 
meaningful search over the whole of the claimed scope is impossible. 
Independent of the above reasoning, the claims also lack clarity (Article 
6 PCT). An attempt is made to define the compounds by reference to a 
result to be achieved. Again, this lack of clarity in the present case is 
such as to render a meaningful search over the whole of the claimed 
scope impossible. Consequently, the search has been carried out for those 
parts of the claims which appear to be clear, supported and disclosed, 
namely those parts relating to the products/compounds specifically 
mentioned in the claims. 

The Present claims 1-9 relate to a method/use defined (inter alia) 

by reference to the following parameter(s): 

PI: MMP production inhibitor/ treating MMP-mediated disease. 

The use of these parameters in the present context is considered to lead 

to a lack of clarity within the meaning of Article 6 PCT. It is 

impossible to compare the parameters the applicant has chosen to employ 

with what is set out in the prior art. The lack of clarity is such as to 

render a meaningful complete search impossible. Consequently, the^search 

has been restricted to the "More preferable MMP-mediated diseases (Cf. 

page 15 of the description), with due regard to preferable MMP-mediated 

diseases. 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 



10^^ SEARCH REPORT 



.national application No. 

PCT/JP 99/04978 

INTERNATIC 



Box I Ohservatl ns where certain claims were found unsearchable (C ntlnuatlon of Item 1 of first sheet) 

This International Search Report has not been establish d in respect of certain claims under Article 17(2)(a) for the following reasons: 
1 I X I Claims Nos.: 

because they relate to subject matter not required to be searched by this Authonty, namely: 

Although claims 4,6,9 are directed to a method of treatment of the 
human/animal body, the search has been carried out and based on the alleged 
effects of the compound/composition, 

2 * ^ because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be carried out, specifically: 

see FURTHER INFORMATION sheet PCT/ISA/210 



3 " I— 1 because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 

B x II Observations where unity of Invention Is lacking (Continuation of Item 2 of first sheet) 

This international Searching Authority found multiple inventions in this international application, as follows: 



1 . I — I As all required additional search fees were timely paid by the applicant, this International Search Report covers ail 
I — ' searchable claims. 



2. fn As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 
— of any additional fee. 



3. I I As only some of the required additional search fees were timely paid by the applicant, this International Search Report 
I — ' covers only those claims for which fees were paid, specifically claims Nos.: 



4 I I No required additional search fees were timely paid by the applicant Consequently, this International Search Report is 
— restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest Q^J The additional search fees were accompanied by the applicant's protest 

| | No protest accompani d the payment of additional s arch fees. 
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Assistant Commissioner for Patents 
United btates Patent and Trademark 
Office 
Box PCT 

Washington, D.C. 20231 
ETATS-UNIS D'AMERIQUE 

in its capacity as elected Office 


Date of mailing (day/month/year) 
01 May 2000(01.05.00) 


International application No. 
PCT/JP99/04978 


Applicant's or agent's file reference 
PWO- 18725 


International filing date (day/month/year) 

10 September 1999 (10.09.99) 


Priority date (day/month/year) ^ 
14 September 1998 (14.09.98) 


Applicant 

YAMAMOTO, Nobuchika et al 



1. The designated Office is hereby notified of its election made: 

I X| in the demand filed with the International Preliminary Examining Authority on: 
03 April 2000 (03.04.00) 

I | in a notice effecting later election filed with the International Bureau on: 



2. The election | X | was 

□ 



was not 



made before the expiration of 1 9 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 



The International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 



Facsimile No.: (41-22) 740.14.35 



Authorized officer 
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Telephone No.: (41-22) 338.83.38 
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Applicant's or agent* s file reference 
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IMPORTANT NOTIFICATION 


International application No. 
PCT/JP99/04978 


International filing date (day/month/year) 
10 September 1999 (10.09.99) 



1. The following indications appeared on record concerning: 

X the applicant X the inventor [ ] the agent |~^| the common representative 


Name and Address 

SAKAI, Fumio 

6-7, Ninomiya 2-chome 

Tsukuba-shi 

Ibaraki 305-0051 

Japan 


State of Nationality 
JP 


State of Residence 
JP 


Telephone No. 


Facsimile No. 


Teleprinter No. 


2. The International Bureau hereby notifies the applicant that the following change has been recorded concerning: 
| | the person X the name | | the address the nationality the residence 


Name and Address 

SAKAI, Fumihiko 

6-7, Ninomiya 2-chome 

Tsukuba-shi 

Ibaraki 305-0051 

Japan 


State of Nationality 
JP 


State of Residence 
JP 


Telephone No. 


Facsimile No. 


Teleprinter No. 


3. Further observations, if necessary: 


4. A copy of this notification has been sent to: 
[ X | the receiving Office | | the designated Offices concerned 
| [ the International Searching Authority Q<] the elected Offices concerned 
| | the International Preliminary Examining Authority | | other: 
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The International Bureau of WIPO 




34, chemin des Colombettes 


Sean Taylor 




1211 Geneva 20, Switzerland 




Facsimile No.: (41-22) 740.14.35 


Telephone No.: (41-22) 338.83.38 
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Applicant's or agent's file reference 
PWO- 18725 



International application No. 
PCT/JP99/04978 



FOR FURTHER ACTION 



See Notification of Transmittal of International 
Preliminary Examination Report (Form PCT/IPEA/416) 



International filing date (day/month/year) 
10/09/1999 



International Patent Classification (IPC) or national classification and IPC 
A61K3 1/435 



Priority date (day/month/year) 
14/09/1998 



Applicant 

FUJISAWA PHARMACEUTICAL CO., LTD et. al. 



2. This REPORT consists of a total of 5 sheets, including this cover sheet. 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 
I S Basis of the report 



II 


□ 


III 


□ 


IV 


□ 


V 




VI 


□ 


VII 


□ 


VIII 





«-o,„„ B ,„ u. option w,tn regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 



Certain observations on the international application 



Date of submission of the demand 
03/04/2000 


Date of completion of this report 
29.11.2000 


Name and mailing address of the international 
preliminary examining authority: 

European Patent Office 
Wjjj D-80298 Munich 
£y Tel. +49 89 2399 - 0 Tx: 523656 epmu d 
Fax: +49 89 2399 - 4465 

Form PCT/IPEA/409 (cover sheet) (January 1994^ 


Authorized officer 

Kling.l I J) | 

vtT Jy 

Telephone No. +49 89 2399 8471 \^b«^?^ 



INTERNATIONAL PREHI 
EXAMINATION REPORT 




UNARY 



International application No. PCT/JP99/04978 



I. Basis of the report 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Articie 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments (Rules 70. 16 and 70. 17).): 
Description, pages: 

1-21 as originally filed 



2. With regard to the language, alt the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1(b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 



Claims, No.: 



1-9 



as originally filed 
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(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report,) 



6. Additional observations, if necessary: 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 
Novelty (N) 

Inventive step (IS) 



Yes: 
No: 



Claims 
Claims 1-9 



Yes: Claims 
No: Claims 1-9 



Industrial applicability (IA) Yes: 

No: 



Claims 



Claims 1-2 4-6, 8, 9 (see separate sheet section V, 4th paragraph) 



2. Citations and explanations 
see separate sheet 



VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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Re Item V 

Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step 
or industrial applicability; citations and explanations supporting such statement 

The documents cited in the International Search Report are numbered D1 to D8 in the 
order of their listing in said Search Report. Unless otherwise indicated, reference is 
made to the passages cited in said Search Report. 

The present application does not satisfy the criterion set forth in Articles 33(2) and 
33(3) PCT because the subject-matter of Claims 1 to 9 is not new in respect of prior art 
as defined in the regulations (Rule 64(1 )-(3) PCT) and does not involve an inventive 
step (Rule 65(1 )(2) PCT). 

D1 discloses the effect of an immunosuppressant drug (FK 506 and cyclosporin) on 
gingival fibroblasts. D2 discloses that the immunosuppressant FK506 selectively 
inhibits expression of early T cell activation genes. D3 discloses the inhibition of 
established lesions of collagen-induced arthritis in rats by FK 506. D4 discloses CP- 
123,369, a potent orally active immunosuppressive agent with efficacity comparable to 
that of cyclosporin A and FK-506 inhibited human T cell proliferation with an IC 50 = 
10.4nM. D5 discloses the inhibition of interleukin 6 production by adherent rheumatoid 
synovial cells by FK 506. D7 discloses the effect of FK 506 on arthritis development. D8 
discloses the anti-ulcer effect of FK 506 whereas D9 discloses that FK 506 and 
cyclosporin inhibit growth factor-stimulated human keratinocyte proliferation by blocking 
cells in the G0/G1 phases of the cell cycle. D10 teaches that the novel ascomycin 
derivative SDZ ASM 981 is effective for psoriasis when used topically under occlusion 
(T cell activation is crucial in the pathogenesis of psoriasis). D1 1 discloses the 
neuroprotective action of FK506, in experimental stroke. D12, D13 and D14 disclose 
the effect of tacrolimus hydrate (FK506) on the healing process of experimental gastric 
ulcers of rats and in the treatment of complicated proximal small bowel and fistulizing 
Crohn's disease. D15 relates to a drug combination approach to reduce the toxicity of 
MMP Inhibitor and/or Cyclosporin A administration in particular wherein the cyclosporin 
is selected from Cy A and FK506. D16 and D17 disclose macrolides of formula (I) as 
active immunosuppressants and are useful in treating autoimmune diseases such as 
rheumatoid arthritis and psoriasis in a mammal and for the treatment of resistance to 
transplantation and fungal infection. D18 discloses a pharmaceutical composition 
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comprising an immunosuppressive compound selected from Tacrolimus, cyclosporin A, 
deoxyspergualin or rapamycin or combination thereof. D1 9 discloses compounds of for 
mula I which possess interesting pharmacological activity as antiinflammatory, 
immunosuppressant, antiproliferative and chemotherapeutic drug resistance reversing 
agents. The compound 33-epi-33chloro-FR 520 (compound of example 66a) is 
preferred. 

For the assessment of the present claims 1-2, 4-6, 8 and 9 on the question whether 
they are industrially applicable, no unified criteria exist in the PCT Contracting States. 
The patentability can also be dependent upon the formulation of the claims. The EPO, 
for example, does not recognize as industrially applicable the subject-matter of claims 
to the use of a compound in medical treatment or the subject-matter of claims to a 
method for the treatment of the human or animal body by therapy or surgery, but may 
allow, however, claims to a known compound for first use in medical treatment and the 
use of such a compound for the manufacture of a medicament for a new medical 
treatment. 

Re Item VIII 

Certain observations on the international application 

Claim 9 claims at the same time a use, an agent, a method and a pharmaceutical 
composition and leaves the reader in doubt as to the category of the claim, thereby ren- 
dering the definition of the subject-matter of said claim unclear (Article 6 PCT). 
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From the INTERNATIONAL BUREAU 



PCT 

NOTICE INFORMING THE APPLICANT OF THE 
COMMUNICATION OF THE INTERNATIONAL 
APPLICATION TO THE DESIGNATED OFFICES 

(PCT Rule 47.1(c), first sentence) 



Date of mailing (day/month/year) 
23 March 2000 (23.03.00) 



To: 



TABUSHI, Eiji 

Fujisawa Pharmaceutical Co., Ltd. 

Osaka Factory 

1-6, Kashima 2-chome 

Yodogawa-ku, Osaka-shi 

Osaka 532-8514 

JAPON 



Applicant's or agent's file reference 
PWO-18725 


IMPORTANT NOTICE 


International application No. 
PCT/JP99/04978 


International filing date (day/month/year) 

10 September 1999 (10.09.99) 


Priority date (day/month/year) 

14 September 1998 (14.09.98) 


Applicant 

FUJISAWA PHARMACEUTICAL CO., LTD. et al 



1 Notice is hereby given that the International Bureau has communicated, as provided in Article 20, the international application 
to the following designated Offices on the date indicated above as the date of mailing of this Notice: 

CN,JP,KR,US 



In accordance with Rule 47.1 (c), third sentence, those Offices will accept the present Notice as conclusive evidence that 
the communication of the international application has duly taken place on the date of mailing indicated above and no copy 
of the international application is required to be furnished by the applicant to the designated Office(s). 

2. The following designated Offices have waived the requirement for such a communication at this time: 

BR,CA,EP 



The communication will be made to those Offices only upon their request. Furthermore, those Offices do not require the 
applicant to furnish a copy of the international application (Rule 49.1(a-bis)). 

3. Enclosed with this Notice is a copy of the international application as published by the International Bureau on 
23 March 2000 (23.03.00) under No. WO 00/15208 

REMINDER REGARDING CHAPTER II (Article 31(2)(a) and Rule 54.2) 

If the applicant wishes to postpone entry into the national phase until 30 months (or later in some Offices) from the priority 
date, a demand for international preliminary examination must be filed with the competent International Preliminary 
Examining Authority before the expiration of 19 months from the priority date. 

It is the applicant's sole responsibility to monitor the 19-month time limit 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has the 
right to file a demand for international preliminary examination. 

REMINDER REGARDING ENTRY INTO THE NATIONAL PHASE (Article 22 or 39(1)) 

If the applicant wishes to proceed with the international application in the national phase, he must within 20 months 
or 30 months, or later in some Offices, perform the acts referred to therein before each designated or elected Office. 

For further important information on the time limits and acts to be performed for entering the nationaj phase, see the 
Annex to Form PCT/IB/301 (Notification of Receipt of Record Copy) and Volume II of the PCT Applicant s Guide. 
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Thelnt rnational Bureau fWlPO 




34, chemin des Col mbettes 


J. Zahra 


121 1 Geneva 20. Switzerland 




Facsimile No. (41-22) 740.14.35 


Telephone No. (41-22) 338.83.38 
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